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= fr 



O 



H 

N ^ N OH (|) 



-(CH 2 ) mv (CH 2 )— 

V (ii) 

^(CH 2 ) p 



(CHa), 



(R 2 )r' 



(III) 



(57) Abstract: An N-hydroxyformamidine derivative represented by the 
formula (I) wherein R 1 represents hydrogen, Q.4 alkyl, C^ alkoxy, or 
halogeno; A represents C x .\ 0 alkylene or a group represented by the formula 
(H) (wherein m, n, and p each is an integer of 0 to 4); and R represents 
N,N-di(Cx_ 6 alkyl)amino, dioxanyl, dioxanyl substituted by C^ alkyl, 
alkoxy substituted by C t ^ alkoxy, or a group represented by the formula 
(III) (wherein s and t each is an integer of 1 to 4; B represents methylene, 
oxygen, sulfur, nitrogen, nitrogen substituted by C^ alkyl, nitrogen 
substituted by phenyl, or nitrogen substituted by benzyl; R 2 represents 
hydrogen or C^ alkyl; and r is an integer of 0 to 2); or a pharmaceutical ly 
acceptable salt of the derivative. Also provided is a medicine having an 
inhibitory activity against an enzyme producing 20-HETE, which relates to 
microvascular constrictive or dilative activity, cell proliferative activity, etc. 
in major organs such as the kidneys and cerebral blood vessels. 
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H 



R-A-^i 



**U AttC 1 _ 10 7;mrW>*Xtt3S 



-(CHa) 




(CH 2 )— 
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m m m 

7 ^ ^ f >wt& 6 ±&i&znz> 2o-th*D+ ^>x-r n ^ h ? x >m 

(20-HETE)<7)^#^^|a#f §N-(4-mJVtl7x-;W-N' - h HD 
*K«fcoTT7^l<>ife^62l^$n* 20-HETE #£#|*3T^fc:«€r£UT^5 

iiMs^tsn^is. ein^Tt 20-HETE »uiiiw©^5ijK«K: 

^#§^a#0^SifC^< £ ij&t^lft$nTViS (J. Vascular Research, 

mum, 79 K, 1995 #.Am. J. Physiol., Sg 277#, R607 H, 1999 Physiol. Rev., 
^82^,131 M, 2002 ^) „ 

E N' - t H D ^ 7 x - A 7 5 ^ >i^)!j > 

MM##£3i£^ 20-HETE liiifit^ (fflH^fF&M W00132164, W001096309, 
W00168610 B^&Ntttt&tt JP01354658, JP01 354646 j&t&S 

HS*JftKjB*fcM4-'r* 20-HETE ©£££|fi«T*lg»J££flrrs;i££BWiL 
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^>-^Ay^^>M##^ic^c^M^^ 20-hete <Dm£Bm<Dmw<tm&^ 




H 

R-A^ R 1 

£^cU AteC 1 _ 10 7;i^l'>*Xte5£ 

-(CH2) m (CH 2 )— 



(CH 2 ) f 



B. 



(CH 2 ) 



V 



(R 2 )r / ^ N ^ H 2)t ^ 

gist, c 1 _ 4 T;^;p*T?*m^n^s^M : ?, ^x-jHTti^n^M 
sg^b, r « o ~ 2 ©s^^^r o ) -e*$n^>K^^t-o ) -ei$n5N-kH 
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3 
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ffi©*58W«, 20-HETE <DM£Bm<Dm i gM~e&Z>N-\i FD^^MTSv? 
te^&^OT^n^S&StgfcU 08*. ^h^5>», Xh^i/S, n-^D^ 

N.N-^c^.T^rsystun N,N-^^f;i/7$;s> n,n- 



~(CH 2 ) 




(CH 2 )— 
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-CH 2v / CH2CH 2* -CH 2 CH 2 v v / CH2 ' -CH 2 CH 2 ^ /CH 2 CH 2 - 

A A 




-CH 2 /|> /CHr -CH.CH.^X'"' 2 " -CH 2 CH 2 ^[>/ 



,CH2CH2~ 



-GH2 -CH2CH2" 




-CH2CH2 >CH2" 




CH2CH2 ^CH2CH2" 




CH2 . ^Ch^CF^ - 




-CH2CH2 ^CH2" 




CH2CH2 CH2CH2" 




CHp ^CHpCH 




2 v -* ri 2~ 



-CH2CH2 CH2" 




CH2CH2 .CH2CH2- 




c i^y^^nt'ft^ ftfcv^* c ! _ 6 7)i*)m 
tti$nT^Tfe<fc<, Mx.fl 5, 5 --j*^)v- 1, 3 -^=Ht>- 2 — r;i/ 

c 1 _ 4 T;m^->c 1 _ 4 T;i/n=^'>a«, c 1 _ 4 T;W3^>'S<hc 1 _ 4 T;m^>' 
^y^l/>S, 2, 2-P*^)l7u\ZV>m, 3, 3 -^^^;i/ynb°l/>S, 
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T/JP2003/011603 



/(CH2) S 

B y >- 

(R 2 )r /X (CH2) t 

T^^n^>s<h«. MAfcf, ifa'j^ys, twjsv*, ^u^s, 

i-hU^Am, *U^t, *;^>^A46, T^t-^AI, MJ 
7/l7^>ilI, £Ol^5>BWtt, T^t:>m^ >^7-r N-T-fe^P 

3f>tt, s^^&ik tf^u>m*, ^^-^T>m^ ^>5r*>m^ t^u 

U7-t ©ift, # >- trx;M? U7-t otJS: E &m\fz> £ £&*t?%% „ 



WO 2004/024677 ^■CT/JP2003/0 11603 



(CH2) S 



(^/(CHa),/ r^R 22 (R2)r ^(C H2 ) t / (/.R 22 



f ^U^H R ^ H ^ming HN0 3 

^-xv^ ^y^"^ ^ ^ erC ' H2S ° 4 



R v ^ ^N0 2 ^NH 2 
Pd/H 2 etc. ACH^s 

AcHa),/ r2 i R 22 ^/^CHa),/ R /i R 22 

4 5 




R 1 H 

1) Me2NCH(OMe) 2 \W^N-^-N„, 
or CH(OEt) 3 /(CH2) S n\ i ' 

► b: - \ 



2)NH 2 OH (Ra^AcHa),/ r2 'i R 




6 



B, KK R 2 . r, sS:^t«HtffEt|WIlc«lrafeD. R 21 2WR 22 «C x _ 4 

Mannich ^Jft£fiJ/B bT-g-J^.brcT^^k H 1 t^O^^/^X/^^^X^;^ 
<D Horner— Emons (Th7tFD77>, X-^;k Wkx>, 

^>r-\ t-7*h^'J^) ©#£ET^ -7 8t:^I(:Tl~2 4SIF B 1lJ6 
fh7kFn77X ^=^U->, h;px>, EMb^l^x ;7 n n^PA, 7-fe h 
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t-^At'J^A(iV)-g«, #©3Mrrxhn<fbu -hnit#4^IIt§ 
££#n?£3 0 te-&t!4£ji^&}M (^^7-;k x^/-;k ^dav- 

v < w^v^^m^/ymmmmrf) *m v>tx b um&n.7tt2> £ tt7- u 
mz, zmmtzmmtp x^/-;k ^dav-;k 

hFn77X ^^it>, h;vx>, ^b^^l/>, ^dd*M, TirhxbU 

5 or, $?£b<te7 o<c~i o o°ct?2~7 20#p B i^-r§o z. £-e#e»n&* r B i 

^St^te^* (;*^/-;k x^y-;K ^d;v-;k f h7hFn77X 

~i 5 o°c, $?^b<«7 ot~i o o°c-c\ hjsb#^«2~7 2B#5fl-e&s 0 ;m 
%MM$>z>^WM j &'T\zt bu3ri/)i7s.>£m^tzmm* (**;-)v, x^y 

^cm*;i/A, T-fehxhu;K ili^J^) till, #%Wbi§r%6 

XiSfc (J Org Chem fg 53 fg 3309 3S, 1988 tC|B«$nfc7j^^^C 



OHC. 





WO 2004/024677 M ^MCT/JP2003/01 1603 

m 8 ^ 

/(CH2) S 
(R 2 )r /N (CH 2 ) t 

$M (Org Letter Sg 4 |g 1951 2002 30 {Cf3tt$ nfc^ ^2pDT^ 

R 31 R 32 

(R 2 )r />(CH2)t O 

b, r 2 , r, s j&z$t\mmhmMm~z&v, r 31 ^r 32 «c 1 _ 4 t;p 

T^^n^'fb-a^J© Wolff-Kishner SJS^f' Jc^MTnfe b < ^^(Tetrahedron, 
fg46#, ^2111 1990 30 ^iH^^tlfc^fCipDT^bfe, ^ 

R 31 R 32 ^sss 
OHC^>OU 

/(CH2) S 
(R 2 )r /X (CH 2 ) t 

(ss*, b. r 2 > r, s&zstteMmhmmm-e&Zo ) t^n§75>it® 

n 31 R 32 

V y H 

(R2) /^(CH2) t / 
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H 

R 31 r 32 ^.hL ^.NOH 




(R 2 )r /S CH2 ) t / 



(5$«K B, R 2 > r, s, t, R 31 J&UR 3 ^3.MmtmMm'V$>Z>o ) T^^n 



Me0 2 C 



(^V N ° 2 r23 ° H f^V N ° 2 MgCI 2 6H 2 Oetc. ^M0 2 

" Me0 2 C^AJJ - ff 

T DEAD R 23 -T R 23rH'^^ 

C0 2 Me p^ U C0 2 Me R CH 2 

9 

7 8 



H 

Pd/H 2 etc. ,NH 2 1) CH(OEt) 3 .N^N , 

| |T or Me 2 NCH(OMe) 2 f|j 

CH 2 2)NH 2 OH R CHz 

10 11 



2- (4--hD7x"JV) Yn-y^Tv-yF i^^^HXT^ (7) £iS 

r 23 oh; (5£^ r 23 «, c 1 _ 4 T;i/rmr>'C 1 _3T;^;PS, n^n-^c^ 

^/(CHa),^ 

B s / .N— (CH 2 ) m (CHaJq- 

/ X/ 



(CHa) p 

(5£"K B, R 2 , r, s, t, rnlkUvfeWmtmmmre&X) . qteO~3<Z«£ 

(Tetrahedron Lett., |g 42 #, ^ 8395 ^, 2001 ^) „ {b-a 
'-£&)8£5g^&^ (N,N-5^^^T-fe h7S b\ DMSO, DMS0-H 2 0 NaCl 
&3^teMgCl 2 - 6H 2 0 ^m^^t^9 mt^^tmSo ^fciSgtel 0 
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W 10 

0-15 0"C*KJ&l$Mtt5~2 4mffl"e& 5 (Synthesis, Sgl2#, fgl659J|t, 2000 



mmmi 

N- [4- (4 -N, 7-3,3 -^^^l/-^) 7i-;W 

-N' -bHn^rix^^-^TS^X^M 

(Di^v^^T^ >(10.8g, 0. 132mol) L2 -:/n/W -;M62ml) ©M^WC 
/^WATJl'Tt F(8.7g)£<V:/^;i/X;i^bMl2ml, 0. 132mol) &MZ.tco K 

mmzmmmmymi- h u ^ atkm^p*., ^mx^;Kioomix5)-rttmbfe 0 

t>ii-fc^il^il7K«^^^^A-rlli^,MflEMb, 3 -^7f;i/75 / - 2 , 
2 -S^^k/n fcf^T^fc: F (8. 4 g) LT#7c 0 

(2) ^>^;^7 > ^>^>'x^;K7.4g J 0.0325mol)i THF(32ml) (DBfrW)* - 7 
8X:\Z#}Mh, tilSTTUM n-BuLi CD n-^-tJ->}M(19. 4mL, 0.0311mol) 

^ira^feo i 5^3 -i^^^;i/T$y - 2, 2 -v?^;v:/ntf;t>y;io*fc H 

(3.5 g, 0.0271mol)© THFM(20 mO^TLfco 3 0M^Ufct!:, RjfcWi& 

^asTH-mu 7K(50mi)^jsip^., imx^;n?2iHiM{±}Ufc 0 ^tfcfii^^ 

■W7A^D7h^77^ - (A^f > : iBllf ;V= 9 6:4) TliU, (2, 
2 -$?*3\>W-4-:7x:2^- 3-^r-J!/)y/^7S>(3.3 g)£$i£«#! 

(3) (2, 2 4 -7x-^- 3 -7*f-^)y/^7 5 >(3. Og, 
0.0l5mo\)(D*# J -)immz l 0% /^^AEH4e£(0.3 g)£JP;U 7Km#ffl^, 

T"e-<t«^^#b7t« ^mm^^y^ b^mvxmmv, ^-©^^mu (2, 

2 - ^^fJH 4 - 7x - JI,^) ^7^^75X2. 9 g) VXmtz.. 
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(4) (2, 2 --J^)V- 4 -7x^yfJW^/^7$ >(2. 9g, 0. OHmol) 
«(15ml)i:^Pn/iN;i/A(29ml)©M^(^ 7K?frT> it #b 

(0. 58ml, 0. 014 mol) < D^TLfco 10m KfoMlZ 5 M7K®Hb^ h U K7A 

oomi) *ip^., Kmm^m.o^mmvrco t£*>\z. ^MK^Msoomo^n;^ w 

9 2:8) TiftSSlU .[2, 2 -S>*?\H'- 4 - (4 -n h n 7 3L-)V) z?*^ 
)\,7 5.>tl2, 2-^^^-4-(2--hD7i-;i/)W]^f;i/75> 

(4) [2, 2 -y^f Jl'-4-(4--hD7x- )V) 7 ^ * )l> 7 5. > 

4 - ( 4 - 5? ;* 3^1/7 ^y-S.S-v 5 ^ 7 — U > (290mg) Sr^^^^tl 

^{C, 4-(4-y/f;i/7S;-3, 3 - v^^;^^^;i/) U >(200mg, 
0. 908mmol)0^^y-;i/«(4ml)^N,N-^p<^;i'^;i/ATa F 
-;M0.48ml, 3.6mmol)^iP^., JtlfMSiET, -*&8l#bfco HJfc^Sm^^ 
Vtcmz, mtt FD^rv-T> ; E-^A(315mg, 4. 54mmol) ^jJP^.^ S^l?7 8R#Rg 
^bfco ^/ft^1§r^£iMU 2.5M7Km'ft;^-hU 1 >A^inx., »!?X^-r3lHl 

^\^ir->-i^mx^;KDM'&^»^B^ab, m&mmwivmmib&w (68 mg) 

1 H — NMR (300MHz, DMS0-d 6 ) <5 : 

0.87(s, 6H), 1.39-1.45 (m, 2H), 2.08(s, 2H), 2.23(s, 6H), 2. 38- 2. 44 (m, 2H), 
6.98-7.05 (m, 4H), 7. 38 (d, /= 10.7Hz, 1H), 8.39 (d, /= 10.7Hz, 1H), 
9.73 (s, 1H) 

BlljSil24.0~12 6.0t 



mum 2 
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W 12 ^ 

N- [4- (4 - N, / - 3 , 3 - 5?^^-^) 7 x.—)V\ 

— N' -t:HD^v'7*;VAT^> ? >©M3i 

X H — NMR (300MHz, DMS0-d 6 ) <5 : 

0.86 (s, 6H), 0.93 (t, /= 7. 2Hz, 6H), 1.42-1.36 (m, 2H), 2.17 (s, 2H), 
2. 39-2.45 (m, 2H), 2.47-3.31 (m, 4H), 6.98-7.05 (m, 4H), 
7.38 (d, /= 10.7Hz, 1H), 8.39 (d, /= 10.7Hz, 1H), 9.75 (s, 1H) 
jHj&9 5.5-9 7.5^ (M&ffli^C) 



^»J3 

N-[4-(4-t!nU> ? >- 1 — OI/- 3, 3 - ^^^-^)7x-Jl/]- 
X H — NMR (300MHz, DMS0-d 6 ) 6 : 

1.40-1.46 (m, 2H), 1.64-1.68 (m, 4H), 2.29 (s, 2H), 2.53-2. 58 (m, 2H), 
6.98-7.05 (m, 4H), 7.38 (d, /= 10.7Hz, 1H), 8.39 (d, /= 10.7Hz, 1H), 
9.75 (s, 1H) 

m& 120. 0 — 121. 5*C m&B$o 
HJS094 

N- [4- (4-N,N-^lW5/W) 7x-JW — N' -bFD*~> 

( 1 ) 4 - ( 4 - — hU7x.~)\/) ^m. (1 . 0g, 4. 78mmo 1) £ ^X^l/TS > (0. 699g, 
9.56ramol)©N,N-v?^^;V*;l/AT5 F (10ml)M^N-X^;i/-N' - 3->> 
^f;V7$; 5 F^(1.37g, 7.17mmol)i 1 - kFn^^> 

S SY UT N /-;H7jcfP^(0. 969g, 7. 17mmol) ^DAM^T 2 4 Bf fflMW^feo ^Jfo 

4-(4-rhD7x^)7W5 I* (1.4 g)^^fei«ltlT#fc. 
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W 13 

N,N-5?X3\>P-4-(4-X hD7i- )V)Zf^)VT^. F(1.4 g) £ THF(14 ml) 
3 -THF(7.0 ml) £STFU tiil:T6I^F»tfetl:, 0%im(3 ml) 

(3) v : x^;i/-[4-(4--hn^xzi;w^;WT$>(i.74 g)(D*#;-)i 

^n7h^77^f- (^\^+f-> : ^X^;i/=2 : 1) TtfMlU 4-(4-v 5 X^ 
;i/T 5 7 -7-U> (998 mg) £ £ UTifc. 

(4) 4-(4-^X^;i/T^yy^;i/)-TxU>(676 mg, 3.12 mmol)©*^/- 
JVmtiLii ml) tN.N-^^^MMTS H S^^VT-fe^-JMO. 83 ml, 6.2 
mmoD^Un^ Jnf»««ET, l B#r*lfli#bfco S/fc^^i&lc^bfc^K:, i£/fbt 
h*n^lr>/T> ; ex^A(433 mg, 6. 24 mmol) &fln*., 9 0 BfR8jft#bfCo RjS 

^;i/A-e5®ttaibfe„ ^-&fe««^il7K^v^^^AT^b, Ml£» 
bfco^§NH^U^^r;V*^A^n^Th^^7^ - <y\3rlJ->:I1^X^;V= 5 : 

9 5 )T!»©L-feo# e>n^@#:^, ^\^it>-i^mx^;i/©^-&^^ e»n^^ u 

(314mg)£#fc 0 
X H — NMR (300MHz, DMS0-d 6 ) <5 : 

0.92 (t, /= 7.3Hz, 6H), 1.24-1.60 (m, 4H), 2.26-2.45 (m, 8H), 
6.99-7.08 (m, 4H), 7.39 (d, /= 11.0Hz, 1H), 8.42 (d, /= 11.0Hz, 1H), 
9.77 (s, 1H) 

m& 110. 0-113. Ot 



N-{4-[3-(2-* h + i/lh+-»yDtfJW7i-JW-N' -t h'O^-/ 
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(1) MJ 7x.—)lstfsX7 j >(4. 81 g, 18.3 mmol) ©7^ h^h 7^X20 ml) 
mmz, 0 *C fC^^J^, *JJL^)VT WtDVOfr*^ l/-h(40% h ;i/X ; 7. 99 
g, 18.3 mno\) titZL^UytfV ^7 pWI/X-tMK2. 21 g, 18.4 mmol)£ 
Jli^*DA.fCo 3 0 7>fiJJ}ft#Ufco S^OtMU, 2-(4-x 
hD7i^)7D-7^7y7F v'pWI/XX^l/aiO g, 12.2 mmol) ©7^ 

A^D7h^77^- (A^>:iilf^=4 : 1~2 : 1) , ^TNHi/iJ 
*yjW7A^nTh^77^- (^s3r-tf-> : Ml^=4 : 1) TfttSSU 2- 
[2 -(2-* h^Fv'X h^^)X^;W - 2 - (4 -X hD7x"JW7nZ7^7y 

(2) 2-[2-(2-* h^>Ih^»l5 : ;H-2-(4--hD7x-;W7D 
= y^7*>*;H ^f^xXf;Kl.l3 g, 3. 2 mmol) ON, N-^pWPTiz: hT 
5 H(6ml)^fc, &>ftr7^>"7A • 67fcfP#>(1.30g, 6. 4 mmol) £AD;5L, 1 5 0<C 

U*^M7A^D"7h^77^- C'V* 1 1f->: MfcX3\H/=4 : 1~2 : 1) Tffi 
»U i-[3-(2-* h^->xh^r-»^ntf;W-4-xhn^>if>(o.52 g) 

(3) l-[3-(2-^ b^->Xh^v-)yDb°;i/]-4-XhD^>-tf>(0.49g, 
2.1 mmoDO^^y-;KlO il)*Jftfc, 5 %/U A (0. 20 g) £irD*-> 

y;W5A^D7 h^?^ - (^t>:StX5 1 ;i/=7 : 3-1 : 1 ) Tllib, 
4-C3-(2 -X h^yIh^y)7°Otf;H7x-;i/7 5y (0.38 g) Sg^fiflMfc 

(4) 4-[3-(2-* h^yIh^y)7DtfJl/]7i->'l'7^> (0. 20 g, 0.97 
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(0.24 g, 2.0 mmol) £2)071, 1 0 OtT'4. SfltlHJKJi&Sitrfc. S*«*Sia*Tfft 
kKn+^TSVltSKO.Hg, 1.9 mmoD&Jn*.* ifiT-iWlfc, 
$e>tCb^n+->;i/T5> 1*^(0.067 g, 0.96 moDZtinZ.. Ml? 1 . 5 P#WK 

1 : 2) T?ffif«U *H^^4fl(0.14 g)^WWIStbT#fc. 
1 H — NMR (300MHz, DMS0-d 6 ) d : 

1.66-1.78 (m, 2H), 3.25 (s, 3H), 3:26-3. 39 On, 4H), 3.40-3.51 On, 4H), 
7.00-7.10 On, 4H), 7.40 (d, /= 10.7Hz, 1H), 8.42 (d, /= 10.7Hz, 1H), 
9.76 (s, 1H) 



N-{4 - [6 - (N, N-^^ 7) A^^JW 7x^JW - N' -k Fa + i/ 

^x^ i/>^un-;p ^ y * t^;px - y-;KDft t> o 5 - (n, n - ^;kf 5 

fee 

M9 6.o~9 7.ot: m&t&m 

N-{4-[2-(5, 5-i?*7-)V-ll, 3]J?t*t> - 2 -'f JWlfiV] 7x= 
M-N' -kHn^r^*JPAT$5?>©«5fi 

(1) X^ h(3. 18 g, 14.4 mmoDO^b^k HD77> 

(30ml)»«Kl, -7 8tT7K^b^y^;i/7^5^A(1.0 MhJPX>M ; 
14.4 ml,14.4ramol)^?WTb, - 7 8W©*S 1 fWfl^bfco S&fcTMMbS* 
-fV7*^7;V5- , 7A(1.0M h;i/X>?^^ ; 28.7 ml, 28. 7 mmol) ^iPx., - 78"C 
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*7A^D7b^77^ - (^t>:IHIX5 1 ;V=2 : 1-1 : 3) T?»©U 3 
-(4-r.hn7xzji/)yntf;i/- 2 -x>- l ;K2.16 g) %M&B3ztL 

MjAI 24. 5-1 2 6. 0*C 
(2) 3 - (4 -X f0 7i-JW t?;p- 2 -X>- 1 ;K0. 67 g, 3.8 

moDo^U^n^-f F(40nl)#ttte, fgttx gHb^>:ff>(5. 01 g) &in&, £ 
iaT?2i^WRj«:Sii:fc. >R«£-tr5K M?*iSU M^^nn^MWb 

1t> : lt^X^;i/= 6 : 1-3 : 1) TffilL, 3 - (4 -X hD7i-;W^D^t 
-;K0.55 g)^t«tLT#fec 
Ml40.0~141.5t: 

(3)3-(4--hD7i-;W7o<t-;K0..5l g, 2.9mmol)©^>if>(40ml) 
^}C> p- h;VX>x;V*>mi7Kfn^ (0.059 g, 0.3mmol), 2,2->?^^;i/y 
n/\°>- l, 3 -^-;K0.36 g, 3.5 mmoD^iPA, MMMWCT. SWRRJ&tt 

X5P;M100 ml)T2[etffcfflb£o ^t»^c«»^M7jc^^^^«j7AT^m, 
IJIIib> i & nfclg§ ; >U 7^7 D Y h ^7 7 - (^\++>-> : M 

X^j|/=9 : 1 — 6 : 1) T?*IMb> 5, 5-v?^^-2-[2-(4--hn7i 
x;W £x;H - C l , 3 ] >?^U->(0. 73 g) §»*iUT#fc. 

iSBk/HC 8 6 . 5 - 8 8 . 5 "C 
• (4) 5,5-^^^-2-[2-(4--hD7x-;Wlfr;i/]-[l ) 3]^ 
it>(0.64g, 2.4mmol)0^^y-;K20ml)^{C, 5 (0.26 
g)£jtax., TK^fflmT, *iftlcT4ii#W»^lyfc. TLCMtickDIM*^ 

3SS'>U*^*7A^DTh^77^ - (^\^+i->:W^X5 1 ;i/=4 : 1-2 : 1) 
Tilb, 4-[2 -(5, 5-^^^;i/-[l, 3]^^it>- 2-4)V)3L?-)V]7x. 

-^75>(o.48 g) ^^nmtvxm^o 

9 3 . 5 - 9 4 . 5 <C • 
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(5) 4-[2-(5, 5 3]mt>- 2 -'f ;Wlf JW7i= 

;i/T5X0.32g, 1.4 mmol)0^^y-;KlO lDMFtttc, N,N-^^*M7 
^ H^^^;VTir^-;K0.33 g, 2.8 imoD&flD*., 1 0 0 e CT4fi#p B TOfo2-frfc o 
JR*«*aaft**C?WIJ«» kKP*'>;i/T5>li*Kt(0.14g, 1.9 mmoD^iP^, g 
i&T?— BfeJ*#U&. $£K:ftfbk]«n*'>7> ; e— #A(0.19 g, 2.8 nmoDSiD^L. 

^;W=2 : 1~1 : 2) Ttt»U ftjSflS^CO. 25 g)§i^*tbt#&. 
, 1 5 9 . 0 ~ 1 6 0 . 0 "C 



mmms 

N-{4-[3-(5, 5—5?*m-ll, 3]^^rit>-2— ( )V) ZfUifMy 
M 138. 0-140. Ot: (»&6f&5f0 

H»J l ~ 8 T^b^b^o^^S^T^-rc 




Et mmm4 mums 



±ffi£B«©*fc'&<»fc:oV>T* 20-HETE K£E#«UB£tt*Uifc. 

J. Pharmacol. Exp. Ther., % 268 #, 474 K, 1994 #K:C*©^rfelC 

ifl/>^75>fh77"l!T-f yi?7 s sv H i?Vf-f h (EDTA) £^tT 5 

OmMO 3 - WJ y ^n/t>7W>lt (MOPS) (p H 7 . 4) JMKKKlJq*., B 
SiaitUTt hf 5 ^ ny-AI®# (Human Cell Culture Center, Anatomic Gift 
Foundation) , gSC£ LT[5, 6, 8, 9, 11, 12, 14, 15] h U ^VA-T?* -eb 
T$iIS^£ bTN AD PH^iDtv 3 7«T 1 . 5 RmRJ&S-a-fc. Rj^ttKl^tt 
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li^/znT Y>7*?74 -*m^T 20-HETB ©^**SJ3tL/fc. fl^W^M 
© 20-HETE 1 0 OXfcU<fc^tt&#Jnbfcll#© 20-HETB jfife*«5 0% 

IS (IC S0 I) *3¥Wbfc. *®ig*fc:"^vr£ l fc^*r. 

1 
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H 

n^oh 
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-(CH2) mv (CH 2 )— 




(CH 2 ) f 



/(CH2) S 
(R 2 )r /X (CH2) t 



2. ^ 



R— A' 
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3. W3£<Z>$&BlX«2fB«c<Z>N-fc F D^>/*M75 ^^^Xtt^Cii 

4. 20-HETES^#*BaiF»JTf»Sffll^3aB«<OESI. 
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